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REMARKS 

Claipas 1-71 are pending and under consideration. Applicants herein cancel claims 26- 
28, and 36-$8 without prejudice, and add new claims 72-141 . After entry of this amendment, 
pending claims will be 1-25, 29-35, 39-141 . 

The [Examiner is kindly thanked for courtesies extended during a telephonic 
communication on October 1, 2003. 

Amendments to the Specification 

Applicants have amended the specification to correct a number of minor defects of 

grammar arid spelling. Specifically, the spelling of "spatially", "affect", "diffract", "fits", and 

i 

"hanging" on pages 5, 10, 16, 1 7 and 30, respectively, has been corrected, and a missing word 

i 

"between" has been inserted on page 18. Additionally, indefinite article "an" has been replaced 
by "a"onpjige 18. 

Applicants have also amended the specification to introduce a priority claim not present 
in the specification as filed when it entered the U.S. national stage from the Patent Cooperation 
Treaty. | 

Nonje of these amendments introduce new matter, and entry thereof is respectfully 
requested, j 

Amendments to the Claims and New Claims 

Independent claims 1 and 14 are amended to show various features of the atomic 
structural m|odel, in particular that it contains coordinates of a coactivator molecule bound to the 
coactivator binding site, and coordinates of helix 12. Support for these amendments can be 
found in the| specification as filed, for example in FIG. 2A, and in Example 3, in particular at 
page 42, lanes 21—28. Claims 1 and 14 have also been amended to recite modeling a test 

compound iin the singular, superseding the originally presented plural. References to specific 

i 

receptor residues have been deleted from these claims. Recitation of further lists of specific 
residues is r|ow found in various newly presented dependent claims, as further discussed 
hereinbeloW. 

Claims 2 and 15 have been amended to include the list of residues previously presented 
in claim 1, and also to include a limitation that the test compound interacts with one of the listed 
residues, a limitation that finds support in the specification as filed, at page 5, lines 22-25. 
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Claim 4 has been amended to recite features of helix 12, as found in the specification as 
filed at, for Example, page 11, lines 1 1 -20. 

Claims 5, 9, 23, and 47 have been amended to correct various informalities: a lack of 
antecedent Ipasis of "blocking" in claim 5, and omission of an indefinite article in claims 9, 23 
and 47. j 

Claim 10 has been amended to more particularly recite Applicants' invention. 

Claijm 22 has been amended to recite a property of an agonist compound and finds 
support in tijie specification as filed at, for example, page 2, lines 20-21, and at page 5, lines 17- 

18. i 

i 

Claijn 24 has been amended to recite a method of identifying an agonist of ligand 
binding to ajn estrogen receptor, and to show various features of the atomic structural model, in 
particular that it contains coordinates of a coactivator molecule bound to the coactivator binding 
site, and coordinates of helix 12. Support for these amendments can be found in the 
specificatioi}i as filed, for example in FIG. 2A, and in Example 3, in particular at page 42, lines 
21—28. Claim 24 has been further amended to delete the step of providing atomic coordinates to 
a computerized modelling system, a step which is now presented in claim 1 08. Claim 24 has 
also been amended to recite modeling a test compound in the singular, superseding the originally 
presented pljural. References to specific receptor residues have been deleted from claim 24 and 
represented in claim 25 as amended herein. 

Claiijn 25 has also been amended to include a limitation that the test compound binds to 
one of the lilsted residues, a limitation that finds support in the specification as filed, at page 5, 

lines 22-25J 

i 

Claims 26 - 28 have been cancelled without prejudice. 

Claiijn 29 has been amended to more particularly recite that which Applicants consider to 
be the invention. Support for these amendments can be found in the specification as filed, for 
example in FIG. 2 A, and in Example 3, in particular at page 42, lines 21—28, and also in the 
specification; as filed, at page 5, lines 22-25, as well as in the claim as originally filed. 

i 

Support for the amendment to claim 30 can be found in the specification as filed at, for 
example, pajje 1 1, lines 1 1 -20. 

Clahp 34 has been amended to recite a machine-readable data storage medium encoded 
with data th^t comprises coordinates of an estrogen receptor ligand binding domain with various 
properties. Support for such an amendment can be found in the specification as filed at 
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Appendix U and for example in FIG. 2A, and in Example 3, in particular at page 42, lines 21- 
28. References to specific receptor residues have been deleted from claim 34 and represented in 
claim 35 as amended herein. 

Claims 36 - 38 have been cancelled without prejudice. 

ClaiLx 39 has been amended to correct various informalities and to delete a reference to 
Appendix 2[ 

Clai|n 41 has been amended to correct a use of a definite article. 

i 

Claim 44 has been amended to recite a cocrystal comprising a portion of an estrogen 
receptor lig^nd binding domain to which is bound an agonist and a coactivator, support for 
which is foi|nd in Examples 1-3 of the specification as filed, at pages 35-42. Claim 44 has 
additionally} been amended to delete a reference to the crystal structure resolution, a limitation 
that has beeh represented in claim 50 as amended herein. 

Clai ix 49 has been amended to recite a cocrystal comprising a portion of an estrogen 
receptor ligiuid binding domain, support for which is found in Examples 1, 2 and 6 of the 
specification as filed, at pages 35—41, and 45—46. 

Claim 51 has been amended to correct a lack of antecedent basis in the term "estrogen 
receptor oc' 

Clai n 52 has been amended to moie particularly recite that which Applicant considers to 
be the invention. Support for these amendments can be found in the specification as filed, for 
example in FIG. 2A, and in Example 3, in particular at page 42, lines 21-28, and also in the 
specificatiofi as filed, at page 5, lines 22—25, as well as in the claim as originally filed. Residues 
deleted fronji claim 52 have been represented in claim 53 as amended herein. 

Claim 53 has further been amended to recite that the first chemical moiety interacts with 
at least one of the amino acid residues, a limitation that was originally in claim 52. 

Claim 54 has been amended to conform antecedent basis in the term "chemical 
modification." 

Claims 55 and 56 have been amended to more particularly recite that which Applicant 



considers to 



be the invention, as well as to correct various informalities of grammar, and the 



spelling of "van der Waals", as would be understood by one of ordinary skill in the art, 

Clahjn 5° has been amended to correct a lack of antecedent basis in the term "estrogen 
receptor". ' 
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Clailm 67 has been amended to more particularly recite that which Applicant considers to 
be the invention. Support for these amendments can be found in the specification as filed, for 
example in jFIG. 2A, and in Example 3, in particular at page 42, lines 21-28, and also in the 
specificatioh as filed, at page 5, lines 22-25, as well as in the claim as originally filed. Residues 
deleted from claim 67 have been represented in claim 68 as amended herein. 

Claijm 68 has further been amended to recite that the first chemical moiety interacts with 
at least onejof the amino acid residues, a limitation that was originally in claim 67. 

Clai(m 7 1 has been amended to more particularly recite that which Applicant considers to 
be the invention. In particular, fitting a model into an atomic structural model of the ligand 
binding domain is contemplated in the specification as filed, at page 20, lines 7-8. 

i 

Applicants further respectfully request consideration of new claims 72-141, presented 
herein, all <Jf which find support in the specification as filed. 

Claims 72, 86, and 121 recite methods of identifying ligands wherein a test compound is 
an antagonist that permits helix 12 to bind to a static region of the estrogen receptor coactivator 
binding site, and find support in the specification as filed at page 35, lines 6-9. 

Claims 73, 87, 1 13, 127 recite methods of identifying ligands in which the atomic 
structural njiodel of Appendix 1 is used, and find support in the specification as filed at 
Appendix I. 

Claims 74, 88, 1 14, and 128 recite using an atomic structural model of a homolog of the 
structure inj Appendix I, and find support in the specification as filed at, for example, original 
claim 34 arid at page 27, lines 14—24. 

Claims 75-78, 89-92, 109, 1 10, 123, and 124 recite lists of specific residues, with the 
additional ^'imitation that the test compound binds to at least one of the residues in question. The 
justification for the lists of residues is as follows. The lists in new dependent claims 75 - 78, 
89-92, I09j, 110, 123, and 124 reflect various aspects of agonist, and antagonist binding that are 
described in the Examples presented in the specification as filed. For example, the lists in 
claims 75, ]76, 89, 90, 109 and 1 10 recite the residues that line the surface of each of two binding 
pockets to jvhich an agonist may bind (sec Example 5, pages 44-45). Similarly, the lists in 
claims 77, 178, 91, 92, 123 and 124 recite the residues that line the surface of each of two binding 

pockets to jvhich an antagonist may bind (see Example 8, pages 47—48). 

i 

Clajims 79, 94, 111, and 125, recite that the atomic structural model is experimentally 

derived. Such a limitation is apparent in the specification as filed, for example in Appendix I, 

i 
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through thej presentation of structural coordinates of an estrogen receptor ligand binding domain 
to which isjbound a ligand and a coactivator molecule, which have been obtained through 
experimental protocols described in Examples 1 and 2, at pages 35—41 of the specification as 

filed. ! 

i 

i 

Claims 80, 95, 1 12, and 126 recite that the atomic structural model has a resolution of at 
least 2.03 A, a limitation that finds support in the specification as filed at page 26, lines 9—10. 

Claims 81, 97, and 129 recite that a method of identifying an antagonist further 
comprises comparing a second atomic structural model with the atomic structural model of a 
portion of the estrogen receptor a ligand binding domain that has a coactivator bound to the 
coactivator jbinding site. Support for such a comparison is found in the specification as filed at 
page 32, lirje 31 to page 33, line 2, and at page 33, lines 22-24. 

Claims 82, 98, and 130 recite that the second atomic structural model is experimentally 
derived. sAch a limitation is apparent in the specification as filed, for example in Appendix 2, 
through the presentation of structural coordinates of an estrogen receptor ligand binding domain 
to which is bound a ligand, which have been obtained through experimental protocols described 
in Examples 1, 2 and 6, at pages 35—41, and 45-46 of the specification as filed. 

Claims 83, 99, and 131 recite that the atomic structural model has a resolution of at least 
1.90 A, a limitation that finds support in the specification as filed at page 26, lines 4—5. 

Claims 84, 100, and 132, recite methods of identifying ligands in which the atomic 
structural model of Appendix 2 is used, and find support in the specification as filed at 
Appendix 2i. 

ClaiSras 85, 101 and 133 recite using an atomic structural model of ahomolog of the 

i 

structure in | Appendix 2, and find support in the specification as filed at, for example, original 

claim 34 and at page 27, lines 14—24. 

i 

Claijms 93, 108 and 122 recite a step of providing atomic coordinates to a computerized 
modelling sjystem. In particular. Claim 108 contains a method step originally presented in claim 
24 as originally filed. The step also finds support in the specification as filed at page 6, lines 17- 

19. i 

i 

Claims 96 and 120 recite features of helix 12, as found in the specification as filed at, for 
example, pigc 11, lines 1 1 -20. 
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Claim 107 recites a method of identifying ligands wherein a test compound is an agonist 
that permiti a. coactivator molecule to bind to a static region of the estrogen receptor coactivator 

binding site 1 , and finds support in the specification as filed at page 46, lines 13-16. 

i 

Claims 102-104, and 106 find support in originally filed claims 6-8, and 9 respectively. 

Claijrn 105 finds support in claim 22 as amended herein, and as discussed hereinabove. 

Claim 115 has been introduced to recite a method of identifying an antagonist of ligand 
binding to estrogen receptor. Claim 1 15 finds support in originally filed claim 24, which 
originally recited a method of identifying an agonist or antagonist of ligand binding to an 
estrogen receptor, but which has been amended herein to recite a method of identifying an 
agonist. j 

Claijm 116 recites a list of residues that was present in originally filed claim 24, and also 
includes a ljmitation that the test compound interacts with one of the listed residues, a limitation 
that finds support in the specification as filed, at page 5, lines 22-25. 

Claims 117-119 find support in originally filed claims 6-8 respectively. 

i 

Claijm 134 finds support in the specification as filed at page 23, lines 26-30, and at page 

25, lines 8-1 1. Claim 135 finds support at page 32, line 28 to page 33, line 2. 

i 

Claipns 136-139, reciting an isolated and purified protein complex find support in 
Example 1 j)f the specification as filed, at pages 35-41. 

Claijms 140 and 141 find support in the specification, in claim 1 as amended herein claim 
and 12 as originally filed. Claims 140 and 141 recite a method of identifying a ligand that 
modulates rjuclear receptor activity, and estrogen receptor activity, respectively, comprising 
screening ajtest compound that has been previously identified by a modeling method. 

Accordingly, new claims 72-141 , and the amendments herein to claims 1, 2, 4, 5, 9,10, 
14, 15, 22-2|5, 29, 30, 34, 35, 39, 41, 44, 47, 49-56, 59, 67, 68, and 71 are supported by the 
specification as filed, and introduce no new matter. Accordingly, their entry is respectfully 
requested irito the file history of the instant application. 

Applicants respectfully reserve the right to prosecute cancelled claims 26-28 and 36-38 
in one or more continuation and divisional applications. 
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I CONCLUSION 

Applicants submit that Claims 1-2S, 29-35, and 39-141 satisfy all of the criteria for 
patentability and are in condition for allowance. An early indication of the same is therefore 
kindly solicited. 

ThejCommissioner is authorized to charge any underpayment or credit any overpayment 
to Pennie «£j Edmonds LLP Deposit Account No. 16-1150 for the appropriate amount. A copy 
of this sheej is attached. 



Date: 



bctober 23, 2003 



Respectfully submitted, 

Richard G. A. Bone 

Limited Recognition under 37 CF.R. § 10.9(b) 

(Copy of Certificate attached hereto) 

For Samuel B . Abrams Reg. No. 30,605 
PENNIE & EDMONDS LLP 
1 155 Avenue of the Americas 
New York, New York 10036-271 1 
(212) 790-9090 



| CERTIFICATION OF FACSI MILE TRANSMISSION UNDER 37 CF.R. 1.g(V> 

1 hereby certify that this paper is being filed with the United States Patent and Trademark Office by facsimile transmission on 
October 23, 20^3 to facsimile telephone number (703) 872-9306. 

. G<4*>- 

Richard O. A. Bone 
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BEFORE THE OFFICE OF ENROLLMENT AND DISCIPLINE 
UNITED STATE PATENT AND TRADEMARK OFFICE 



; LIMITED RECOGNITION UNDER 37 CFR § 10.9(b) 

i 

Dr. Richard O. A,'- Bone is hereby given limited recognition under 37 CFR § 10.9(b) as an employee 
of Pennie & Edmonds, LLP to prepare and prosecute patent applications wherein the patent 
applicant is the [client of Pennie & Edmonds, LLP, and the attorney or agent of record in the 
applications is a jregistered practitioner who is a member of Pennie & Edmonds, LLP. This limited 
recognition shall expire on the date appearing below, or when whichever of the following events 
first occurs priori to the date appearing below: (i) Dr. Richard G. A. Bone ceases to lawfully reside in 
the United States, (ii) Dr. Richard G. A. Bone's employment with Pennie & Edmonds, LLP ceases or 
is terminated, or] (Hi) Dr. Richard G. A. Bone ceases to remain or reside in the United States on an 
H-1B visa. 

i 

This document constitutes proof of such recognition. The original of this document is on file in the 
Office of Enrollment and Discipline of the U.S. Patent and Trademark Office. 



Expires: March 27, 2004 



Harry I. Moatz 

Director of Enrollment and Discipline 
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